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TEST MATERIAL: 2,4-DB
SYNONYMS: 4-(2,4~dichlorophenoxy)butyric acid, 2,4 DB Acid

STUDY NUMBER(S): Project No. 656-=110

SPONSOR: The Chipman Chemical Co., Inc.
TESTING FACILITY: Hazleton Laboratories, America Inc,
TITLE OF REPORT: 13-Week Oral Administration -~ Dogs

AUTHORSS): Holsing, G. C., Voelker, R. W. Jr.

REPORT ISSUED: 11/05/69

CONCLUSIONS:

This study was reviewad by D. Ritter (memo dated 11/11/71, see
attached). 7This reviewer generally agrees with the coanclusions
given at thet time, although the statement: "A no-effect lavel
lies between 316 and 1000 ppm in the diet for thirteen weaks in
dogs.” would now be written to state that 316 ppm (aquivalcnt
to 7.9 ag/kg/day) 1s the NOEL and 1000 ppm (equivalent to 25
mg/kg/day) is the LEL. The study was not given a core classi~
fication in the review of 11/11/71; after examining tha raport
this reviewer concludes that it {is core aiaimum.

Claseification: CORE MINIMUM

A, MATERIALS AND METHODS:

1. Test Compound:

Chemical name: 2,4-DB Acid (technical), 98.5% active.
Description: Pale brown granular material with a disagreeable
odor.

Batch #: lot no. 811012,

2. Teat Animals:

Species and Strain (Sexes): Male and feumals purebred beaglus,
Aga: "Young adult”

Weight(s): 6.6 - 11.9 kg at study initiation

Soutce: not reported
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Additions to the previously submitted reviaw: 00'79{)7

l.

Procaduraes:
—-—I-———-?

From the way the study ie reported, it appears that EToup
5, the loweat dosa group (2.5 mg/kg/day in capsules
throughout the 13-week study period) was added several
weeks after the rest of the study was underway. The other
froupe received tha taest material in their diets during
the first two weeks (group 1, control, O ppm; group 2, 316
ppm; group 3, 1000 ppm; group 4, 3160 ppm) and then by
¢quivalent dosage in gelatin capsules (0, 8, 25 and 80
wg/kg/day respectively) 7 daya/week for the remainder of
the study period.

Reaultn:

It is noted that blood and urinalyeis paramaters, as well
as terminal organ weights and organ~to-body weight ratios
were not statistically analyzed. Howevar, aftar examining
the values for these findings, this reviewver has come to
the conclusion that with statistical analyses there would
be no major changes in the conclusions of the original
raview,
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2. Subacuie Toxicity
a. 13 weck Ural Aduinisiration to Bogs

1.

[einnoags

Grauns of 4 ala and 2 Female bozgles were given 2,4-00 (acid

1007 aciive ingredient),

0,100,316,1006 or 35100 P in LlsNdiel (first ivo veolsd-and 2.5,

8,25 or £O mg/kg/ day Ly capsule or > raainder of the test period;
ther : latter levels are ecquivalent to tie adiatary levaels,

Appearance, appetite, clinination, toxic $igns; weekly hody weight and
food consumntion vere noted,

Clinical laboratory studics vere perforaad initially, at 4 weeks and at
termination, and consisted of:

Blood:

Het, Hb, H3C's RuC's % Diffarentials, Prothronbin time, FUS, BUN, Total
Protein, Soruy Cilirubin, Scrum Albunin, la, K, Ca, C02. BSP, SGOT, SGPT,
SAP and serum electrophores’s.

Urine:

Sp. Grav., nli, Glucose, ~etones, Total protein, Dili:ubin, and microscopic
formed elements, -

Tenn1hal studies of those animals surviving ti11 the end or until killed
in extremis included gross and histological examtnaiie. of representative
tTssues and organs from all animals,

Thyroid Gl Adrenal GI
Heart Gallbladder
Splean Livar

Ridney Stomach
Pancraas Sm. Intestina
Lge. Intestine Urinary Bladdar
Masnt. Lymph Hde, Gonad

Marrow Unusual lesions

vleights were obtained on tiyroid gl. heart, liver, spleen, kidney, adrenals
and testes {n the control, 315 ppin and 1000 ppin anirals; selected grossly
atnomial tissues from grouy on 3130 ppa; and the 1{vey and kidneys only of tha
100 ppm ¢rroun,

2. Rosults:
Paysical congicrom and Hortality - One dog died and tie renaining sevan
were killed fn extrouis in iha hird week on the 3150 pnu dose. Pitysical
condition of Tthase antiials s véry poor but the toxiciiy was of a generalfzed
nature: diarraca, caoressicn, discoluration of hiucous wlirances; waight
loss was widesproad in tiris aroun,

Mnimals on the 100) PR s eniiibiced Lreh the sena sybotous; 2 male and 2

females had to be kitled prios Lo orinaion.
BEST AVAILABLE COPY l
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Height losses ware scen in seveivy the cigit animals. Lhysical condiifon

wa tiwmd

of the 316 and 100 ppm growss was gomparable to contrdls. 007907

" Hematology findina werc negative Tor eficct of 2,4-0C at 0,100, 316G and
1000 ppm in the afet; the 3160 ppit group was teruinated in extrenis at the
third week.

Adverse hematology findings ware limited to the 3160 and 1000 ppm groups and
included decreased 1T, Hb, BNLC's and increased :CC's in the 1000 ppm group
by week 13, (The 3160 ppu group suifered 100% mortality by the 3rd week),

Clinical chenisiry findings were also confinod to the two highest groups and
consisted of f§ncreased SAP, Guil, Cilirubin, SGOT, SGPT, and BSP retention
times; reduced values included seruwm fia, Ca, CL and atbumin, These altera-
tions are of questifoaable significance since they are minimal, and not out-
side the normal ranges for cogs,

Urinalysis was not remariiabie for toxic effect other than in the sacrificed
high-dose dogs wnich dexonstrated occult blood (1 dog), increased bilirubin,
and urinary R3C's.-

Those gross Patholdgical cheznges seen in the 1000 and 3160 ppm dogs consisted
of icterus or a gray discoloration of sclera, oral rusoca and connective

tissue; reddened lymph-node m2dullae, distended gallbladders, pale livers, eye
discharges, lung froth, discolored kidney, gastric muscosal petechiae, a,.q
subepicarcial herorriiages and altered large intestine nucosa.n g oa e’ '

Organ/body waight ratio alterations vare confined to the and 3160 ppm
levels and consisted of incrazses for; liver, splean, kidnly, adrenals and
testes.

Microscopic pathology siheo.iad heisorrhage and edena of most tissues and orgens;
hepatocytic necrosis, renal dilation of tudbules, aspermatogenesis and

alterad ovarian, thyioid and pancreatic Function at the 3160 and 1000 ppm
leveis, while the Tower-dose dogs ware essentially nonial.

3, Conclusions: ‘iﬂf%'
A no-effect level lies butweed'316 and 1000 ppu in the aiet for tiir-
teen weaks in dogs. -
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